* NOTICES * 



JPO and INPIT are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 

Field this invention of the botulinum toxin combination invention for dealing with a 
neuromuscular disease and condition provides the Norikata Arata method and constituent for 
dealing with a neurological disease, for example, a neuromuscular disease, and condition by a 
botulinum toxin. This invention provides all of the organization and organ system accompanied 
by discharge of neurotransmitter (dividing acetylcholine) with a useful method. Such a 
cholinergic transmission system includes neuromuscular junction (muscles), smooth muscles (an 
alimentary canal, a sphincter muscle, etc.), and secretion (salivation and mucus). 
The botulinum toxin (dividing botulinum toxin type A) which is the background bacteriotoxin of 
an invention h as been used for the treatment of many neuromuscular diseases and condition 
accompanied by muscular spasm, for example, strabism, blepharospasm, torticollis spastica 
(neck dystonia), mouth mandible dystonia, and spasticity dysphonia (pharynx dystonia). It 
combines with the cholinergic nerve terminal before a synapse powerfully for a short time, and 
this toxin checks the exocytosis of acetylcholine due to the fall of acetylcholine discharge 
frequency. As a result, the local paralysis of muscles which carried out spasm, i.e., relaxation, 
takes place. 

An example of neuromuscular disease treatment is indicated to U.S. Pat. No. 5053005 of tattered 
DIKKU (Borodic). Acetylcholine discharge inhibitor and taking a measure by botulinum toxin A 
preferably are proposed in youth's spine curvature (namely, scoliosis) by this patent. 
The treatment of the strabism by botulinum toxin type A Logy [ Els Tong, / of Jay S (Elston, 
J.S.) / British journal OBU-off SARUMO ] (British Journal of Ophthalmology), It is indicated to 
1985, 69, 718-724, and 891-896. The treatment of the blepharospasm by botulinum toxin type A 
is indicated to ADENISU, the Jur knurl Francais DO ophthalmology (J. Fr. Ophthalmol.) of Jay 
Py and others (Adenis, J.P.), 1990 and 13 (5), and 259-264. Cross-eyed treatment is indicated to 
the eye (Eye) of Els Tong and the Jay S, 1990, and 4(4):VII. The treatment of torticollis spastica 
and mouth mandible dystonia is indicated to neurology (Neurology) of junco big (Jankovic) and 
others, 1987 and 37, and 616-623. 

The treatment by botulinum toxin type A of spasticity dysphonia is blitzer (Blitzer). 
It is indicated to ANARUSU OBU OTOROJI, rye slag G and laryngology 
(Ann.Otol.Rhino.Laryngol), 1985 and 94, and 591-594. The treatment by botulinum toxin type A 
of tongue dystonia is indicated to ADOBU NYURORU (Adv.Neurol.) (1987) of Boleyn (Brin) 
and others, 50, and 599-608. To the neurology (1987) of Cohen (Cohen) and others, 37 
(supplement 1), and 123-4, the treatment of the writer's cramp by botulinvun toxin type A is 
indicated. 



The term of a botulinum toxin is a generic name which includes the toxin group which the 
Clostridium botulinum of an anaerobic bacterium produces. Seven kinds of immunologically 
different toxins by today are found out. The name of A, B, C, D, E, F, and G is conferred upon 
them. The further information about the character of various botulinum toxins, Jean Kovic and 
Boleyn's New England Journal of Medicine (The New England Journal of Medicine) which can 
be obtained from the following literature, No. 17, the kill of 1990, 11 86-1 194, and Charles El 
Hathaway (Charles L.Hatheway) ~ RINUMU neurotoxin and TETANASU toxin (Botulinum 
Neurotoxin.) Chapter 1 of and Tetanus Toxin [Academic Press (Academic Press Inc.) of the 
volume for El El Simpson (L. L.Simpson), and State San Diego of California, and 1989]. Let 
those indications be the parts of this specification by quotation. 

The neurotoxin ingredient of a botulintim toxin is about 150 kilodalton in molecular weight. 
The short polypeptide chain (it is thought that it participates in inhibition of the exocytosis of 
acetylcholine by the toxicity of a toxin, i.e., the fall of acetylcholine discharge frequency) of 
about 50 kD(s), It is thought that the longer polypeptide chain (it is thought that it is required for 
a toxin to combine with presynaptic membrane) of about 100 kD(s) is comprised, 
this ~ "~ short" 

The chain and the "long" chain are combined with the simple disulfide bridge. (Notes: The 
botulinum toxin of a certain serotype, for example, E type, may exist with the gestalt of protein 
without the nick of a single chain to a double chain.) The thing of a single chain gestalt can be 
changed into a corresponding double chain by forming a nick by protease (for example, trypsin), 
although activity is smaller. In the method of this invention, both a single chain and a double 
chain are useful. 

Ricin and the immunotoxin complex (by improvement of cell surface compatibility, it 
characterizes by improving cytotoxicity) of the antibody are indicated by tiie European patent 
specification No. 0129434. The artificers of this patent have indicated that a botulinum toxin can 
be used instead of ricin. 

A botulinum toxin is a known method and can be industrially obtained by proliferating 
Clostridium botulinum within a fermenter, and subsequently taking and refining a fermentative 
mixture. 

The botulinum toxin of A type usually used for the treatment of neuromuscular disease condition 
is marketed from two or more [ now ] companies. For example, as a trade name "De Dis port 
(DYSPORT)" from a British port products company (Port Products Ltd.), And it is marketed as a 
trade name "Botox (BOTOX, trademark)" from Allah Gang (Allergan, Inc.) of State Irvine 
(Irvine) of California. 

The purpose of this invention is to provide the new freating method of the neuromuscular disease 
and condition which combined botulinum toxin type A and B, C, D, E, F, and G type botulinum 

toxin. 

:strabism which provides the constituent and method of dealing with a patient of a 
neuromuscular disease or condition who illustrates outline this invention of an invention below, 
and the disease of other eye movements, For example, concomitant strabismus, vertical 
strabismus, external rectus paralysis, nystagmus, endocrine myopathy, etc.; Dystonia, for 
example, regional dystonia (for example, torticollis spastica, writer's cramp, blepharospasm, 
mouth mandible dystonia, and its condition (for example, stridor dentium).) Dystonia besides;, 
such as a Wilson's disease, tardivity dystonia, and pharynx dystonia, For example, the tremor, a 
tic, the paragraph-like myoclonus; Spasm, for example, the spasticity by the chronic multiple 
sclerosis, ; tension-headache; pelvis levator syndrome; spondyloschisis, such as a spasticity (for 



example, thing in a spinal cord injury patient), animus, a regions-of-back convulsion, charley 
horse, etc. which bring about unusual bladder regulation, tardivity JISUKINIJI; Parkinson, limbs 
(regional) dystonia, and **. The method of this invention includes medicating the patient of said 
disease or condition with botulinum toxin type A of a treatment effective dose combining the 
neurotoxin chosen from the group which comprises B, C, D, E, F, and G type botulinum toxin. 
The clinical characteristics of said neuromuscular disease and condition are indicated to the ibid 
of Jean Kovic and Boleyn and Queen (Quiim)'s DISUODAZU OBU movement (Disorders of 
Movement), Academic Press, and 1989. Let these articles be the parts of this specification by 
quotation. 

Further, this invention is a constituent of said botulinum toxin, and also provides the constituent 
in an excipient suitable for injecting a botulinum toxin into the suitable part of the patient who 
takes a measure. An excipient may also include ** for holding the injected toxin on a part. 
This invention also provides the constituent and method for dealing with the neuromuscular 
disease or condition of requiring the treatment operation between a short period of time (order of 
time or a day), or the middle (order of a week), further. For example, the neurotoxin between a 
short period of time or the middle can be used before and after an operation or an operation, in 
order to malce a joint into immobilization temporarily, or in order to prevent muscular 
contraction. The example of such a situation includes an artificial joint total replacement 
arthroplasty way, a complicated fracture, joint infection, and the treatment of joint dislocation. 
Other uses of a short-term agent are the relaxation for assistance of joint dislocation treatment 
and physical therapy, and mitigation (the cycle of a pain and spasm is severed) of muscular 
spasm. 

In the scoliosis which has curvature in a spine, also in order to measure muscles, the short-term 
operation is useful and is obtained. It can deal also with unusual contraction of a sphincter 
muscle (sphincter muscles, such as an eye, the stomach and intestines, and a vagina) by short- 
term operation. 

On the other hand, the middle agent is useful in restoration of a tendon or a ligament fiber, and is 
obtained. When muscles are damaged by a trauma, the immobilization by a middle agent is 
useful to relaxation of a pain, and promotion of recovery, and is obtained to them. In the scoliosis 
which has curvature in a spine, also in order to measure muscles, the middle operation is useM 
and is obtained. It can deal also with unusual contraction of a sphincter muscle (sphincter 
muscles, such as an eye, the stomach and intestines, and a vagina) by middle operation. 
The botulinum toxins used according to the detailed opinion Akemoto invention of an invention 
are A, B, C, D, E, F, and a G type botulinum toxin. 

Each serotype of the botulinum toxin is classified as immunologically different protein using the 
specific antibody. For example, if a certain antibody (antitoxin) recognizes A type (namely, A 
biological activity of type neutralization), the antibody will not recognize B, C, D, E, F, or G 
type. 

Although it is thought that each botulinum toxin is zinc proteinase, it is thought that the action 
mechanisms of each serotype (for example, A and E type, and B type) within neurone differ. It is 
thought that the nerve surface "receptor" to a toxin changes with serotypes. 
A physiological classification of Clostridium botulinum is shown in the Ith table. 



Said toxin type can be prepared by selection from the suitable physiological taxon of Clostridium 
botulinum. Usually, the bacillus of the Ith group is made into proteolysis nature, and produces 
the botulinum toxin of A, B, and a female mold, the ~ the bacillus of II group is saccharolytic 
nature and produces the botulinum toxin of B, E, and a female mold, the ~ the point which the 
bacillus of an III group produces only C and a D type botulinum toxin, but produces a lot of 
propionic acid - the [ the Ith group and ] ~ it is distinguished from the bacillus of II group.the ~ 
the bacillus of IV group produces only G type neurotoxin, any preparation of A, B, C, D, E, F, 
and a G type botulinum toxin ~ a kill shown above ~ it is indicated in the literature quoted in 
Chapter 1 and/or this literature of RINUMU neurotoxin and TETANASU toxin. B, C, D, E, F, 
and a G type botulinum toxin are obtained also from various bacilli of Clostridium. Now, it is 
considered that the bacillus of 14 sorts of Clostridium is virulence. Many of pathogenic stocks 
produce the toxin which participates in various pathological signs and condition. The bacillus 
which produces a botulinum toxin is separated from the botulism of Homo sapiens (A, B, E, and 
female mold) and an animal (C and D type). They were characterized using the specific antitoxin 
(antibody) produced to the older toxin. G type toxin is found out in soil and toxigenicity is low. 
Although G type toxin is detected also from the piece of an autopsy, there is not sufficient proof 
that G type botulism happened to Homo sapiens. 

In general, as for Clostridium botulinum, four physiological taxa (I, II, III, IV) are recognized. 
The bacillus which can produce a specific toxin serologically can belong to the physiological 
taxon of double one. for example, the toxin of B and a female mold ~ the [ the Ith group or ] ~ 
the stock of II group can produce. The stock [Clostridium bara tee (C. baratii) and female mold; 
Clostridium BUCHIRIKAMU (C. butyricum), E type; Clostridium NOBII, Ci, or D type] of 
other Clostridium which can produce botulinus neurotoxin is specified. 
Preferably, the portion of the neuromuscular junction of a spasm muscle is directly medicated 
with a toxin by an intramuscular injection. However, other medication methods (for example, 
subcutaneous injection) which can medicate the muscular affected part with a toxin directly can 



be adopted suitably. A toxin can be offered as pyrogen uncontained a sterilized water solution or 
dispersion liquid and, and sterilization powder for reconstructing in a sterilization solution or 

dispersion liquid. 

If it requires, an osmotic adjustment agent, for example, sodium chloride, glycerol, and various 
sugar can be added. Stabilizer, for example, a human serum albumin, can be added. As for 
pharmaceutical preparation, not having antiseptic contained is preferred although pharmaceutical 
preparation can be preserved with the suitable antiseptic which can be permitted 
pharmacologically, for example, paraben, from decay. 

It is preferred to prepare a toxin in an unit dose gestalt. For example, a toxin can be offered as the 

vial or sachet containing the freeze-drying powder for reconstructing with a suitable excipient 

(for example, water for injection) as a sterilization solution in a vial. 

In one mode, a botulinum toxin is prepared in the solution containing salt and a sterilization 

human serum albumin (a toxin is stabilized and the loss by nonspecific adsorption is made into 

the minimum). Sterilization filtration (0.2micro filter) of tiiis solution is carried out, each vial is 

filled up, and it is considered as sterilization freeze-drying powder by reduced pressure drying. 

this powder ~ business ~ it can reconstruct by sometimes adding an antiseptic uncontained 

sterilization physiological salt solution (0.9% of sodium chloride, for injection). 

The dosage of the toxin with which a patient is medicated is the weight (for example, the number 

of the muscle groups which require treatment) of condition. 

It changes with a patient's age, the physique, and effect of a toxin. The effect of a toxin is 
expressed as a multiple of LD50 value to a mouse. It is defined as the toxin of one unit (U) being 
the toxin and this value which kill 50% of the mouse groups which comprise 18-20 Switzerland 
Webster (Swiss- Webster) mice of a female with a weight of about 20 g. 
The dosage used for human treatment is proportional to the quantity of the muscles to inject 
mostly. Usually, to about 1000 units per [ 1 time per patient of] treatment, although the dosage 
with which a patient is medicated is about 80-460 units preferably to about 500 imits, it may be 
prescribed for the patient by the smaller dosage or more dosages depending on the case, for 
example. 

About use of the pharmaceutical preparation of this invention, a dosage may change so that 
clearly [ a person skilled in the art ]. 

As for the De Dis port which is commercial botulinum toxin type A, Ing contains 40U from Pau 
Tong (Porton). As for the Botox which is commercial botulinum toxin type A from Allah Gang, 
Ing contains 4U. Probably, administration does not have a limping gait crack on account of the 
effect of a botulinum toxin, and the durability of an operation frequentiy. However, after all, the 
dose of a toxin and administration frequency will be decided by judgment of the medical 
practitioner engaged in freatment, and will be attributed to the problem of the effect and safety 
by a toxin. 

Although the following examples explain this invention further, an example does not restrict this 
invention. 

In each example, the sterilization solution containing the combination of a botulinum toxin is 
injected into a patient's suitable muscles. The total dosage to a patient is the range of 80-460U. 
Before the injection to a muscle group, anatomical consideration of this muscle group is fully 
performed. If the portion into which neuromuscular junction has gathered most understands the 
purpose, I hear that it injects there and there is. By observing a motion of a needle tip when 
muscles are moved in the range which moves, the position of the needle in intramuscular is 
checked before an inframuscular injection. A patient's age, the number of injection sites, and a 



patient perform general anesthesia, the local anesthesia, and killing if needed. In order to attain 
the result of a request, 1 time or more and/or one or more places need to be injected, and it 
obtains. The detailed hollow Teflon coating needle led by the electromyogram method 
depending on the muscles to inject can be used. 

It turns out that there are no systemic or local side effects after injection, and a big local 
hypotonicity is seen by no patient. In most patients, even if it measures subjectively and 
objective, an improvement of a function is found. 

A measure is taken by injecting into a joint directly the constituent which contains botulinum 
toxin type A up to 500 units, and B type botulinum toxin of a smaller quantity for the use joint 
dislocation patient of the botulinum toxin in the treatment of example 1 tardivity JISUKINIJI . A 
joint is immobilized in several hours and muscular contraction is reduced. A muscular 
enhancement mitigation operation of the short period of time brought about with A type and a B 
type botulinum toxin combination enables instant treatment, and mitigation of the long period of 
time of muscular enhancement enables recovery of the joint with which it dealt. 
In accordance with the method of Example 1 (a^ e xample 1, the same result is obtained using A 
type and a B type botulinum toxin combination. 

In accordance with the method of Example 1 (b) example 1, the same result is obtained using A 
type and a C type botulinum toxin combination. 

In accordance with the method of Example 1 (c) e xample 1, the same result is obtained using A 
type and a D type botulinum toxin combination. 

In accordance with the method of Example 1 (d) example 1, the same result is obtained using A 
type and an E type botulinum toxin combination. 

In accordance with the method of Example 1 (e) example 1 , the same result is obtained using the 
botulinum toxin combination of A type and a female mold. 

In accordance with the method of Example 1 (f) example 1, the same result is obtained using A 
type and a G type botulinum toxin combination. 

The patient of the use torticollis spastica of the botulinum toxin in the treatment of example 2 
torticollis spastica (contraction of a spasticity or tetany nature is looked at by the cervix muscular 
tissue, there is stereotypy abnormal curvature of a head, and, in the surroundings, the shoulder is 
going up the jaw to one way toward the direction around which the head turns) 
It deals with the constituent containing E type botulinum toxin beyond it to 300 units or 
botulinum toxin type A beyond it, and 300 xmits by injecting the cervix muscles of dystonia. ;, 
i.e., a patient, which reduces condition substantially becomes possible [ maintaining the head and 
a shoulder at a normal position ] in several hours. 

It deals with the patient of the essential tremor which happens by the using position of the 
botulinum toxin in the treatment of example 3 essential tremor , or maintenance of a motion by 
injection of A type of a treatment effective dose, and B type botulinum toxin. Condition is 
substantially reduced in two weeks. 

In accordance with the method of Example 3 (a) example 3, A type and a C type botulinum toxin 

are injected into the patient of an essential tremor. The same result is obtained. 

In accordance with the method of Example 3 (b) example 3, A type and a D type botulinum toxin 

are injected into the patient of an essential tremor. The same result is obtained. 

In accordance with the method of Example 3 (c) example 3, A type and an E type botulinum 

toxin are injected into the patient of an essential tremor. The same result is obtained. 

In accordance with the method of Example 3 (d) example 3, the botulinum toxin of A type and a 

female mold is injected into the patient of an essential tremor. The same result is obtained. 



In accordance with the method of Example 3 fe) example 3, A type and a G type botulinum toxin 
are injected into the patient of an essential tremor. The same result is obtained. 
It deals with the patient who caimot speak on account of the spasm of the vocal cords of the 
botulinum toxin in the treatment of example 4 spasticity dysphonia used clearly by injection of 
botulinum toxin type A of a treatment effective dose, and B type botulinum toxin of a treatment 
effective dose. The patient can talk now clearly in several hours. 

In accordance with the method of Example 4 (a) example 4, A type and a C type botulinum toxin 

are injected into the patient of spasticity dysphonia. The same result is obtained. 

In accordance with the method of Example 4 (h) example 4, A type and a D type botulinum toxin 

are injected into the patient of spasticity dysphonia. The same result is obtained. 

In accordance with the method of Example 4 (c) example 4, A type and an E type botulinum 

toxin are injected into the patient of spasticity dysphonia. The same result is obtained. 

In accordance with the method of Example 4 (d) example 4, the botulinum toxin of A type and a 

female mold is injected into the patient of spasticity dysphonia. The same result is obtained. 

In accordance with the method of Example 4 (e) example 4, A type and a G type botulinum toxin 

are injected into the patient of spasticity dysphonia. The same result is obtained. 

The use **** patient of the botulinum toxin in the treatment of example 5 hemifacial spasm is 

suffered from a hemifacial spasm. 

Involuntary rapid simultaneity contraction is caused to the muscles which the facial nerve of one 
side governs. 

The surroxmding muscles of an eye not only contract, but this condition is advancing 
considerably and the twitch has attained to even other said side facial muscles. If botulinum toxin 
type A up to 300 units and B type botulinum toxin up to 300 units are injected into this patient, 
condition will reduce substantially in several hours. 

In accordance with the method of Example 5 (a) example 5, A type and a C type botulinum toxin 

are injected into the patient of a hemifacial spasm. The same result is obtained. 

In accordance with the method of Example 5 (b) example 5, A type and a D type botulinum toxin 

are injected into the patient of a hemifacial spasm. The same result is obtained. 

In accordance with the method of Example 5 (c) example 5, A type and an E type botulin-um 

toxin arc injected into the patient of a hemifacial spasm. The same resuh is obtained. 

In accordance with the method of Example 5 (d) example 5, the botulinum toxin of A type and a 

female mold is injected into the patient of a hemifacial spasm. The same result is obtained. 

In accordance with the method of Example 5 (e^ example 5, A type and a G type botulinum toxin 

are injected into the patient of a hemifacial spasm. The same result is obtained. 

It deals with the 60-year-old female patient of the use essential blepharospasm (by the dystonia 

of the orbicular muscle of eye pf gyg |g closed involuntarily) of the botulinum toxin 

in the treatment of example 6 blepharospasm by injecting A type of a treatment effective dose, 

and a B type botulinum toxin into a orbicular muscle of eye. By the joined part of the orbicular 

muscle of an eye socket and front barrier membrane, a total of eight injection is performed in 

both the outside and the inside. Double the amount of an inside solution is injected outside. 

Exhaustion of muscles detectable within 12 to 24 hours starts. A clinical improvement is found 

in two to three days. The involuntary wink decreases. The effect of injection is maintained for 75 

days. 

In accordance with the method of Example 6 (a) example 6, A type and a C type botulinum toxin 

are injected into the patient of essential blepharospasm. The same result is obtained. 

In accordance with the method of Example 6 (b) example 6, A type and a D type botulin^ml toxin 



are injected into the patient of essential blepharospasm. The same result is obtained. 
In accordance with the method of Example 6 (c) example 6, A type and an E type botulinum 
toxin are injected into the patient of essential blepharospasm. The same result is obtained. 
In accordance with the method of Example 6 (d) example 6, the botulinum toxin of A type and a 
female mold is injected into the patient of essential blepharospasm. The same result is obtained. 
In accordance with the method of Example 6 (e) example 6, A type and a G type botulinum toxin 
are injected into the patient of essential blepharospasm. The same result is obtained. 
Explained use of the botulinum toxin combination by this invention for dealing with a 
neuromuscular disease and condition above in order to explain the form which applies this 
invention effectively, but. Since many change is clearly possible, this invention is not restricted 
to the above-mentioned mode, and if this invention includes any change included by the claim, 
he should understand it. That is, if included by the range of this invention shown in a claim, he 
should understand each change which a person skilled in the art can make. 



[Translation done.] 



Page 1 of 1 







1lj 


SI 


1 




/ 7 ^ 

Bit? 

/7^N r 




I 


A. B,r 




+ 


+ 


+ 


+ 




n 


B, E.F 


^BzT^ tt lam BE 


- 


+ 




4- 




in 


CD 




± 




+ 


+ 


rC nnvvi ^ 


IV 


G 




4- 








(C. subterminale) 



http://www4.ipdl.inpit.go.jp/NSAPITMP2/web041/IMAGE/20080515020913257211.gif 5/14/2008 



JPO and INPIT are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

Are a patient of a neuromuscular disease or condition the method of dealing, and 1 . A, B, How to 
choose so that quantity of each neurotoxin which chose combination of at least two sorts of 
neurotoxin chosen from a group which comprises C, D, E, F, and a G type botulinum toxin 
including medicating a patient in a treatment effective dose may adjust temporal duration of the 
treatment activity of combination prescribed for the patient. 

2. Way according to claim 1 selected neurotoxin is A type and B type botulinum toxin. 

3. Way according to claim 1 selected neurotoxin is A type and C type botulinum toxin. 

4. Way according to claim 1 selected neurotoxin is A type and D type botulinum toxin. 

5. Way according to claim 1 selected neurotoxin is A type and E type botulinum toxin. 

6. Way according to claim 1 selected neurotoxin is botulinum toxin of A type and female mold. 

7. Way according to claim 1 selected neurotoxin is A type and G type botulinum toxin. 

8. Method according to claim 1 for relaxation for treatment of joint dislocation, and physical 
therapy, mitigation of muscular spasm, immobilization of joint that undergoes operation, and 
prevention of before an operation or postoperative muscular contraction that temporal duration of 
treatment activity is suitable. 

9. Method according to claim 1 for treatment of restoration of tendon and ligament fiber, 
scoliosis, and sphincter muscle spasm that temporal duration of treatment activity is suitable. 

10. In order to be the method of dealing with a patient of a neuromuscular disease or condition 
and to carry out short extension of the treatment activity of a botulinum toxin, A method 
including medicating a patient with botulinum toxin type A in a treatment effective dose, and 
medicating a patient with at least one sort of neurotoxin chosen from a group which comprises B, 
C, D, E, F, and a G type botulinxmi toxin after a certain passage of time in a treatment effective 
dose. 

1 1. A way according to claim 10 selected neurotoxin comprises B type botulinum toxin. 

12. A way according to claim 10 selected neurotoxin comprises C type botulinum toxin. 

13. A way according to claim 10 selected neurotoxin comprises D type botulinum toxin. 

14. A way according to claim 10 selected neurotoxin comprises E type botulinum toxin. 

1 5. A way according to claim 10 selected neurotoxin comprises a female mold botulinum toxin. 

16. A way according to claim 10 selected neurotoxin comprises G type botulinum toxin. 

17. It is a suitable constituent to deal with a patient of a neuromuscular disease or condition, A 
constituent which contained combination of at least two sorts of neurotoxin chosen from a group 
which comprises A, B, C, D, E, F, and a G type botulinvun toxin in a treatment effective dose, 
and was chosen so that quantity of each selected neurotoxin might adjust temporal duration of 
the treatment activity of combination prescribed for the patient. 

18. The constituent according to claim 17 whose selected neurotoxin is A type and a B type 



botulinum toxin. 

19. The constituent according to claim 17 whose selected neurotoxin is A type and a C type 
botulinum toxin. 

20. The constituent according to claim 17 whose selected neurotoxin is A type and a D type 
botulinum toxin. 

21 . The constituent according to claim 17 whose selected neurotoxin is A type and an E type 
botulinum toxin. 

22. The constituent according to claim 17 whose selected neurotoxin is a botulinum toxin of A 
type and a female mold. 

23. The constituent according to claim 17 whose selected neurotoxin is A type and a G type 
botulinvim toxin. 

24. The constituent according to claim 17 for relaxation for treatment of joint dislocation, and 
physical therapy, mitigation of muscular spasm, immobilization of a joint that undergoes an 
operation, and prevention of muscular contraction before an operation, before an operation, or 
postoperative with suitable temporal duration of treatment activity. 

25. The constituent according to claim 17 for treatment of restoration of a tendon and ligament 
****, scoliosis, and a sphincter muscle convulsion with suitable temporal duration of treatment 
activity. 



[Translation done.] 
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